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Please note that search-term pricing does apply when 
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=> s futhan/cn 

LI 1 FUTHAN/CN 



LI ANSWER 1 OF 1 REGISTRY COPYRIGHT 2000 ACS 
RN 82956-11-4 REGISTRY 

CN Benzoic acid, 4- [ ( aminoiminomethyl ) amino] -, 6- ( aminoiminomethyl ) -2- 

naphthalenyl ester, dimethanesulf onate (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN 6-Amidino-2-naphthyl p-guanidinobenzoate 
CN FUT 175 
CN Futhan 

CN Nafamostat mesilate 
CN Nafamostat mesylate 
MF C19 H17 N5 02 . 2 C H4 03 S 
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ANSWER 1 
1998:47501 
PREV1998 
Interleu 
reperf us 
Sawa , Yosh^f 
Mat suda, 
(1) Firs 
565 Japa 

Journal of Thoracic and Cardiovascular Surgery, (Sept., 1998) Vol. 116, 
No. 3, pp. 511-517. 
ISSN: 0022-5223. 
Article 
English 



ved from hypoxic myocytes promotes neutrophil-mediated 
in myocardium. 

Ichikawa, Hajime; Kagisaki, Koji; Ohata, Toshihiro; 
., Osaka Univ. Med. Sen., 2-2 Yamada-oka, Suita, Osaka 



=> s disorder? 

L9 1124119 DISORDER? 

=> s 15 and 19 

L10 37 L5 AND L9 

=> s treat? or prevent? 

Lll 7287122 TREAT? OR PREVENT? 

=> s 111 and 110 

L12 28 Lll AND L10 

=> d 1-28 ab,bib 



L12 ANSWER 1 OF 28 CAPLUS COPYRIGHT 2000 ACS 

AB In this uncontro Lie d7^u-B"l^^iG^cPe"f 'fie a jc y study, 33 patients with 

disseminated dntravascula r^ £2 a ^ ulat j^ £LJ^ > - [C ^ or the P roci romal stage 
(preDIC) of f^e^sonii-rt r f§n""we r treated" with naf amostatmesylate 
(NM) administered intermittently to examine whether this regimen would be 
as efficacious as the std. regimen without causing an increase in drug 
toxicity. Efficacy was evaluated on the basis of the results of 
coagulation studies and on improvement in the DIC score, which was calcd. 
by adding the points of the underlying diseases, clin. symptoms, 
prothrombin ratio, fibrinogen, and fibrin degrdn. product (FDP)-E 
fraction. A score of 3 points was categorized as preDIC, and 4 or more 
as 

DIC. In Japan, the FDP-E fraction is often measured as a substitute for 
FDP because the value of the FDP-E fraction changes in a wider range and 
shows more sensitive responses than FDP. NM is usually given by 24-h 
continuous administration; in this study, NM was infused intermittently 

at 



a daily dose of^^ to 150 mg i.v. to avoid hyperj^fcpmia . Each infusion 

lasted 4 h, and^Pe interval between administratHFs was 2.95 . +-. 0.19 

h. 

After 7 days of treatment, the mean DIC score decreased 
significantly from 3.9 .+-. 0.1 to 2.0 .+-. 0.2 (P < 0.001); after 14 

days 

of treatment, the score was 2.0 . +-. 0.2 (P < 0.001); at the end 
of treatment, the score was 1.3 . +-. 0.2 (P < 0.001). The 
improvement in clin. symptoms was considered to be excellent in 8 of 33 
patients and good in 16, for an efficacy rate of 72.7% (24 of 33). 
Although the mean serum potassium level increased significantly, no 
patient developed hyperkalemia. The administration of NM in intermittent 
divided doses was found to be highly effective in the treatment 
of DIC in patients with the hemopoietic malignancies. 

AN 1996:261622 CAPLUS 

DN 124 : 332455 

TI Effects of intermittent nafamostat mesylate in divided doses in patients 
with disseminated intravascular coagulation occurring with hematopoietic 
malignancies 

AU Yonekura, Shuji; Umeda, Yoshikatsu; Ogawa, Yoshiaki; Watanabe, Shigeki; 
Kawada, Hiroshi; Masumoto, Akira; Fukuda, Ryuki; Sasao, Tamotsu; Nagao, 
Tadami 

CS School Medicine, Tokai University, Isehara, Japan 
SO Curr. Ther. Res. (1996) , .57 (3) , 203-14 

CODEN: CTCEA9; ISSN: 0011-393X 
DT Journal 
LA English 



J 



COPYRIGHT 2000 ACS 
of pharmacol. effects of the protease inhibitor 
treating disseminated- 



L12 ANSWER 2 OF 28 CAPLUS 
AB A review with 79 refs. 

na^am'0'S^a^m^s^i"fete*^and its^ffio&cy in tr 

intravascular coagulation, xgrebfaT~V^aspa$m, and (acute "parser eat it is*. 

/AN 19T5T8'3 ; 8-38£— GA-PfctJS ^ : ^ 

DN 123:274874 

TI Nafamostat mesilate 

AU Okajima, Kenji; Uchiba, Mitsuhiro; Murakami, Kazunori 

CS Medical School, Kumamoto University, Kumamoto, Japan 

SO Cardiovasc. Drug Rev. (1995), Volume Date 1995, 13(1), 51-65 

CODEN: C DREE A; ISSN: 0897-5957 
DT Journal; General Review 
LA English 

L12 ANSWER 3 OF 28 CAPLUS COPYR IGHT .2 000 ACS 

AB Nafamostat mesylate (NM) ,^a~s-yfrfc^et4 c protease iTTFTi'b^fe^r^i s frequently 
| used for the treatment o jQ di s s em i n a t e d intravascular coagulation 

(DIC) in Japan. NM inhib its s e v e f air-p-r-o-tre*a~s~e s^*wh*rch— may— b e— ±mp ortantly 
involved in the pathophysiol . of DIC. Since tissue factor (TF) plays a 
crit. role in DIC assocd. with septicemia, inhibition of the extrinsic 
pathway of coagulation by coagulation inhibitors may be useful for the 
treatment of DIC. NM inhibited extrinsic pathway activity 
(TF-F.VIIa mediated-F.Xa generation) in a concn. dependent manner; the 
IC50 was 1.0 .times. 10-7 M. F.Xa was not inhibited by NM at the conens . 
used in the expt . , suggesting that NM might inhibit TF-F.VIIa complex 
activity. When incubation with TF-F.VIIa complex, NM inhibited the 
complex activity with an IC50 of 1.5 .times. 10-7 M, the same value that 
found for inhibition of extrinsic pathway activity. A Lineweaver-Burk ' s 
plot of the inhibition demonstrated that NM inhibited TF-F.VIIa complex 

in 

a competitive fashion, with an inhibition const. (Ki) of 2.0 .times. 10-7 
M. These findings suggested that NM may be a potent inhibitor of 
TF-F.VIIa complex and the therapeutic effect of NM in DIC patients could 
be partly explained by inhibition of the extrinsic pathway of the 
coagulation system. 

AN 1994:260934 CAPLUS 

DN 120:260934 

TI Effect of nafamostat mesylate, a synthetic protease inhibitor, on tissue 



factor-factor v ^fc complex activity 

AU Uchiba, MitsuhiMF Okajima, Kenji; Abe, Hiroki; URse, Hiroaki; 
Takatsuki, 

Kiyoshi 

CS Dep. Med., Kumamoto Univ. Med. Sen., Kumamoto, 8 60, Japan 
SO Thromb. Res. (1994), 74(2), 155-61 

CODEN: THBRAA; ISSN: 0049-3848 
DT Journal 
LA English 

L12 ANSWER 4 OF 28 CAPLUS COPYRIGHT/2000 ACS 

AB Effect of nafamostat mesilate on the canine kidney Na, K-ATPase activity 
and human erythrocyte Na, K-D^dmp activity was studied. Nafamostat 
mesilate dose-dependently inhibited the Na, K-ATPase activity ( IC50 being 
3.2 x 10-5M) and the Na, K^pump activity (IC50 10-4M) . The nafamostat 
mesilate metabolites ami^nlnonaphthol and p-quanidinobenzoic acid had no 
such effect. Hypokalemic state in some nafamostate mesilate- 
treated patients may due to inhibition of Na, K-ATPase. 

AN 1994:95144 CAPLUS^ 

DN 120:95144 

TI Effect of a proteasfe inhibitor, nafamostat mesilate on sodium-potassium 

pump activity 
AU Kojima, Shunichi 

CS Dep. Med., Natl. Carcilovasc. Cent. Hosp., Japan 
SO Yakuri to Chiryo (1993), 21(6), 1729-34 

CODEN: YACHDS ; ISSN: 0386-3603 
DT Journal 
LA Japanese 
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AB The fragments of f ibrin/f ibrinogen degrdn. products (FDP) were 

characterized in 4 patients with disseminated intravascular coagulation 
(DIC), that were caused by ^various ^diseases . In the patients with acute 
lymphoblastic leukemia (case\l) arra acute suppurative cholangitis (case 
3), DD and DY/X fragments resbJt^ng from fibrinolysis accounted for the 
most part of the FDP f ragments/\In case 3, D fragments resulting from 
f ibrinogenolysis were also ob^a. \o much less extent. In a DIC assocd. 
with acute myeloblastic leukemia (o^se 2), both fibrinolysis and 
f ibrinogenolysis were increased and resulted in high levels of D, Y and 
DY/X fragments, concomitant with moderate levels of DD and high mol . wt . 
(HMW) fragments in the patienfe^s sera . J The increased f ibrinogenolysis in 
this case was attributed to acceTer-a-t-e r d activation of plasmin. In a DIC 
patient of case 4, who underwent an operation due to hepatocellular 
carcinoma, marked increase in DY/X and HMW fragments and slight increase 
in DD fragment were obsd. on the day of operation. Hyperf ibrinolysis 
documented in case 4 was explained by both increased prodn. of thrombin 
and moderately accelerated activation of plasmin. Both qual . and quant, 
change in the fragments of FDP during the courses of treatment 
in 2 cases of DIC were also noted. In summary, each underlying disease 
expresses characteristic pattern of FDP fragments in DIC. 

AN 1993:57378 CAPLUS 

DN 118:57378 

TI Studies on the fragments of FDP in 4 patients with DIC 

AU Okumura, Nobuo; Furuwatari, Chizumi; Ishikawa, Shinsuke; Furihata, 

Kenichi; Katsuyama, Tsutomu; Kanai, Masamitsu; Nakahata, Tatsutoshi; 

Saitoh, HirosI" 
CS Hosp., Shinshu^Univ^y Matsumoto, 390, Japan 
SO Rinsho Byori \1992 ) , \4 0 ( 10 ) , 1089-95 

CODEN: RBYOAI; XSSN: /D047-1860 
DT Journal 
LA Japanese 
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AB/ Nafamostat mesilate (FUT-175) prevents the redistribution of 

lysosomal enzyme an&__E±Le— GoJ^calization of lysosomal hydrolases and 
digestive enzyme of pancreatic^acinar cells in caerulein-induced acute 




•r. 
n 



FUT-175 acts on subcellular^^ganelles inside acinar 

e99s a 




against pancreatitis, 



pancreatitis . 

cells as well a^^n cellular membranes and prot 
1991: 623158 CAPLUS 
,115:223158 

Nafamostat mesilate prevents lysosomal enzyme redistribution in 
cerulein-induced pancreatitis 

Hirano, Tetsuya; Manabe, Tadao; Imanishi, Katsuhiro; Ando, Katsuhiro; 
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obe, Takayoshi 
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Acj'ute pancreatitis was induced in 13 anesthetized dogs by retrograde 
injection of bile mixed with trypsin into the pancreatic duct, 
an^mal^/were treated with i.v. infusion of new synthetic 



Kyogoku, Takahi 
Fac. Med., Kyot 
Med. Sci. Res. 
CODEN: MSCREJ; 
Journal 
English 




Six 



anti-protease, Nafamostat Mesilate, at a dose of 1 mg/kg/h. Four out of 7 
untreated animals died during the expt . All the treated dogs 
survived. Hemodynamic data were regularly monitored during a 10-h 
observation period. Cardiac output, mean arterial pressure and left 
ventricular stroke vol. decreased rapidly in the untreated animals. An 
increase in systemic vascular resistance and pulmonary vascular 
resistance 

was obsd. in dogs without treatment. Nafamostat Mesilate given 
as therapy significantly improved the hemodynamic parameters, and 
prevented the animals from developing shock. The study ____ 
demonstrates an advantageous influence of synthetic a n-fipr o teas*e 
Nafamostat Mesilate on the course of acute exptl . / ^a*ncreatitis v . // 
1991 : 526765 CAPLUS 
115:126765 

Beneficial effect of therapeutic infusion of nafamostat mesilate 
(FUT-175) 

on hemodynamics in experimental acute pancreatitis 

Dobosz, M. ; Sledzinski, Z.; Juszkiewicz, P.; Babicki, A.; Stanek, A.; 
Wajda, Z.; Basinski, A. 

2nd Dep. Gen. Surg., Med. Acad., Gdansk, Pol. 
Hepato-Gastroenterology (1991), 38(2), 139-42 
CODEN: H EGAD 4 ; ISSN: 0172-6390 
Journal 
English 
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AB The \coagulatJion disturbance obsd. during severe acdte pancreatj^tirs' before 
c the infusion of a new synthetic low mol . wt^^prp^ase inhibitor 
(Fut-\75) was compared. The coagulo-f ibrinolytic changes after acute 
pancreat-i-t^Ts was induced by the intraductal injection of an autologous 
bile and trypsin mixt. showed decreased platelet counts, decreased plasma 
fibrinogen levels, prolonged partial prothrombin time and increased 
fibrinogen degrdn. products. In addn., markers of hypercoagulation 
s/iowed 

increased f ibrino-peptide A and decreased antithrombin III. The two 
markers of fibrinolysis showed increased B. beta. 15-42 immunoreactive 
peptide and decreased .alpha. 2 antiplasmin. After the infusion of 
Fut-175, the coagulo-f ibrinolytic abnormalities, which were obsd. during 
severe acute pancreatitis without infusion of Fut-175, were improved. 
Furthermore, Fut-175 could suppress the rise in f ibrino-peptide A and 
B. beta. 15-42 immunoreactive peptide and decrease in antithrombin III and 
.alpha. 2 antiplasmin. Thus, Fut-175 seems to be an effective inhibitor 




of 



AN 
DN 
TI 



protease-mediated hypercoagulation and fibrinolysis in severe acute 
pancreatitis . 
1991:421867 CAPLUS 
115:21867 

Effect of a synthetic protease inhibitor (Fut-175) on coagulation 



abnormalities di^Aig experimental acute pancreat^^^ in dogs 
AU Satake, Katsusul^^ Ha, Sin Su; Hiura, Akihito; NSKwaki, Hideki; Haku, 

Aizo; Umeyama, Kaoru 
CS Med. Sch., Osaka City Univ., Osaka, 545, Japan 
SO Gastroenterol. Jpn. (1990), 25(6), 720-6 
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AB • The effectiveness of continuous arterial infusion of protease inhibitor 
on 

acute exptl. ^ancreatiti^ was investigated. Acute hemorrhagic 
pancreatitis wcTs— rnTlucecl by closed duodenal loop obstruction using 
mongrel 

dogs. The obstruction was released at 16 h, and dogs were divided into 
three groups; Group I: non-treated control, Group II: nafamostat 
mesilate (FUT-175) was given i.v. (5 .mu.g/kg/min) , Group III: FUT-175 



was 



admitted via celiac artery. At 24 h, the concn. of FUT-175 in the 
pancreatic tissues in group II and III were 905 and 4453 ng/g, resp. The 
trypsin like activities in the pancreatic tissues in group I, II and III 
were 2.1, 1.4 and 0.7 nmol/min/mg protein, and the extent of necrosis of 
pancreatic parenchyma in each group were 49.5, 25.6 and 12.4%, resp. 
Serum calcium, amylase and lipase levels were significantly improved in 
group III. These results suggest that continuous arterial infusion of 
protease inhibitor markedly decreases the extent of pancreatic necrosis 




severe acute pancreatitis. 
AN 1990:624417 CAPLUS 
DN 113:224417 

TI Effect of continuous arterial infusion of protease inhibitor on 
experimental acute pancreatitis induced by closed duodenal loop 
obstruction 

AU Kakugawa, Yoichiro; Takeda, Kazunori; Sunamura, Makoto; Kawaguchi, 
Shinya; 

Kobari, Masao; Matsuno, Seiki 
CS Sch. Med., Tohoku Univ., Sendai,, 

SO Nippon Shokakibyo Gakkai Zasshi \(1990)» 87(6), 1444-50 

CODEN: NIPAA4; ISSN: 0369-4259 
DT Journal 
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L12 ANSWER 10 OF 28 CAPLUS COPYRIGHT 2000 ACS 

AB To confirm that trypsin activity is a most important indicating factor in 
closed duodenal loop pancreatitis in rats, the course of acute 
pancreatitis was obsd. when trypsinogen activation was inhibited by 
intraduodenal infusion of a potent synthetic trypsin inhibitor (TI, 
nafamostat mesilate) but the other conditions were left unchanged. 
Intraduodenal and intrapancreatic trypsinogen activation was inhibited 

for 

16 h after the intraduodenal infusion of the inhibitor, although 
elevation 

of serum amylase and immunoreactive trypsin and pancreatic trypsinogen 
remained similar both in the TI and control groups. The mortality 
decreased from 44% (control) to 4% (TI) at 48 h after establishing the 
model. Active trypsin in duodenal reflux is an initiating factor for 
further development of acute pancreatitis in the closed loop model, and 
inhibition of theinitial activation of trypsinogen has a favorable 

effect ^^^ r===: = r ^ 

on acute pancreatitis even if other deleterious factors remain unchanged. 

AN 1990:50907^2 CAPLUS / ^ ~ 

DN 113:109072 ^ ^ 

TI Prevention of experimental acute pancreatitis) by intraduodenal 

trypsin inhibitor in rat \^ 
AU Ono, Hideki; Hayakawa, Tetsuo; Kond'o 7 ^T.a.kafiaru; Shibata, Tokimune; 



Kitagawa, Motoj^Kakai , Yuzo; Kiriyama, Seiki; ^^jima, Hiroshi 

CS Sch. Med., Nago^Puniv., Nagoya, 466, Japan 
SO Dig. Dis. Sci . (1990), 35(6), 787-92 

CODEN: DDSCDJ; ISSN: 0163-2116 
DT Journal 
LA English 
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AB OKY-046 at 30^1.Q&zxGg-/-kq-~. i-n-tj^aduodenally (i.d.) and at 1-30 mg/kg (i.v.) 
inhibited^bronchoconstric^.i©n in a dose-dependent manner after Forssman 
antigen i-n^^ctJ : on ->;- __Asplrin (3 mg/kg, i.v.) also suppressed 
bronchoconstriction. OKY-046 (30-100 mg/kg. i.d.) suppressed the 

increase 

in TXB2 in plasma in a dose-dependent manner. However, there was no 
effect of OKY-04 6 and aspirin on the decrease in complement activity 
(CH50), platelets, or leukocytes. Addnl . , OKY-046 (300 mg . kg, p.o.) 
prolonged the survival time following Forssman antigen injection. 
However, the immune hemolysis reaction was not prevented by 
OKY-046 (10-6-10-3 M) . FUT-175 protected against the Forssman shock at 1 
mg/kg, i.v. and the in vitro immune hemolysis reaction at 10-5 M. 
OKY-046 

(300 mg/kg orally) suppressed the direct passive Arthus reaction and 
immune complex nephritis in rats. There was no effect of OKY-04 6 on the 
delayed-type hypersensitivity response to picryl chloride in mice. 
OKY-04 6 can be a beneficial drug for the treatment of types II 
and III allergic reactions. 

AN 1990:210724 CAPLUS 

DN 112:210724 

TI Anti-allergic effects of (E) -3- [p- ( IH-imidazol-l-ylmethyl ) phenyl ] -2- 
propenoic acid (OKY-046), a specific thromboxane (TX)A2 synthetase 
inhibitor. (II) Effect on type II-IV allergic reactions 

AU Kikuchi, Shinji; Takehana, Yasuo; Hamano, Shuichiro; Ichikawa, Kiyoshi; 
Komatsu, Hidetada; Okegawa, Tadao; Ikeda, Shigeru 

CS Res. Lab., Kissei Pharma. Co., Ltd., Matsumoto, 399, Japan 

SO Nippon Yakurigaku Zasshi (1990), 95(3), 131-7 
CODEN: NYKZAU; ISSN: 0015-5691 

DT Journal 

LA Japanese 
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AB The inhibitory effect of Anthrobin P (I) on various enzymes in comparison 
with aprotinin, nafamostat mesilate and gabexate mesilate were studied in 
vitro. In the presence of heparin, the inhibitory effect of I on 

thrombin 

was increased .apprx.36 times and that on factor Xa was increased 38 
times, while the aprotinin effect on either enzyme was not increased. 

The 

combination of I with heparin was more effective than those of nafamostat 
mesilate and gabexate mesilate. Its thrombin-inhibitory effect was 
approx. 6700 times stronger than that of gabexate mesilate and 40 times 
stronger than that of nafamostat mesilate. Its inhibitory effect on 
factor Xa was approx. 540 times stronger than that of gabexate mesilate 
and 4.8 times stronger than that of nafamostat mesilate. I and aprotinin 
did not inhibit activated protein C but both nafamostat mesilate and 
gabexate mesilate inhibited it with nafamostat mesilate being about 10 
times more potent than gabexate mesilate. All the test substances 
inhibited plasmin but only gabexate mesilate and nafamostat mesilate 
inhibited urokinase. I did not inhibit kallikrein, while aprotinin was 
69, 000 times more potent than gabexate and 160 times more potent than 
nafamostat mesilate. Thus, I showed not only potent inhibitory effects 

on 

thrombin and factor Xa, but also a selectivity in the coagulation 
cascade. 

I did not inhibit the activity of protein C, which plays an important 

role 

in the anticoagulant system, while the other test substances did. The 



results obtaine^^kre and the report about the e^Apt of protein C on 
disseminated intSn/ascular coagulation DIG sugges^^hat I may be a 
favorable therapeutic drug against DIC. 

AN 1990:132150 CAPLUS 

DN 112:132150 

TI Inhibitory effect of Anthrobin P on various proteinases 

AU Abiko, Yumiko; Ohtsubo, Masayuki; Hirahara, Keizo; Matsuishi, Tetsuro 

CS Pharma Res. Lab., Hoechst Japan Ltd., Japan 

SO Yakuri to Chiryo (1989), 17(12),. 5843-9 
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AB The effect of ONO-3307 ( 4-sulf amoylphenyl-4-guanidinobenzoate 

methanesulf onate, a new protease inhibitor, was studied on various 
proteases in vitro and in an exptl. thrombosis model in vivo. ONO-3307 
competitively inhibited trypsin, thrombin, plasma kallikrein, plasmin, 
pancreatic kallikrein and chymotrypsin; the Ki values were 0.048 .mu.M, 
0.18 .mu.M, 0.29 .mu.M, 0.31 .mu.M, 3.6 .mu.M and 47 .mu.M, resp. In 
addn., ONO-3307 inhibited both elastase release from N-f ormyl-Met-Leu-Phe 
(fMLP) -stimulated leukocytes and tissue thromboplastin release from 
endotoxin-stimu .la.ted'-i"e'ui<c f o T cvteS"-. — To examine the effects of ONO-3307 on 
^ ^ j s - s^mina t^d intravascular coagulatTc5& (DIC), an exptl. thrombosis model 
wa s~ae ve l op eTTr - — 0N0— 3-3*0-7 — (-r0nf?g7'kg/h ) completely inhibited the deposition 
of radioactive fibrin in kidney and lung. Gabexate mesilate (50 mg/kg/h) 
was also effective in this model, but the effect of nafamostat mesilate 
was uncertain. These results indicate that ONO-3307 exhibits a wide 

range 

of inhibitory effects on various proteases, and ONO-3307 may be useful 

for 

the treatment of protease-mediated diseases such as thrombosis 

and DIC. 
AN 1990:30412 CAPLUS 
DN 112:30412 

TI Inhibitory effects of ONO-3307 on various proteases and tissue 
thromboplastin in vitro and on experimental thrombosis in vivo 

AU Matsuoka, Syozo; Futagami, Mayumi; Ohno, Hiroyuki; Imaki, Katsuhiro; 
Okegawa, Tadao; Kawasaki, Akiyoshi 

CS Minase Res. Inst., Ono Pharm. Co., Ltd., Osaka, 618, Japan 

SO Jpn. J. Pharmacol. (1989), 51(4), 455-63 
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AB In dogs with exptl. pancreatitis, administration of the synthetic 
protease tmmm ^ 

inhibitor naf ampst at-mesTTa^Te^S . mu . g/kg/min) markedly decreased the 

extent of^^pancreatic necrosis^^ 
AN 1989: 52677 9^QAPLUS ^^^^^ 
DN 111:126779 ^ 

TI Effect of continuous arterial infusion of protease inhibitor on 

experimental acute pancreatitis 
AU Kakugawa, Yoichiro; Takeda, Kazunori; Kobari, Masao; Matsuno, Seiki 
CS Sch. Med., Tohoku Univ., Sendai, 980, Japan 
SO Gastroenterol. Jpn. (1989), 24(4), 448 
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AB Recea-tnLy,, nonto xic syn thesized low mol . wt . proteinase inhibitors have 

^5e~e1~r^rirFu avaiTabTe" for the treaBfiervt^of disseminated 

X^ntravascular coagulation and pancreatitis^ To det. if these drugs are 
use^ftrr-~3±d*s^1ro— trea'tTTTa^^rhts— wi-th— peffiphlgus , the authors examd. 



the effect of .^Bga . -guanidino ester analogs, ^i^A, gabexate mesylate, 
camostat mesyla^^ and nafamostat mesylate, on el^^l . pemphigus 
acantholysis in both organ culture and neonatal BALB/c mice. 
Furthermore, 

the effect of plasma natural proteinase inhibitors (. alpha . 1-proteinase 
inhibitor) isolated from human plasma was examd. Results revealed that 
low-mol. wt. inhibitors (drugs) were able to inhibit the induction of 
acantholysis in organ culture system, but had little or no effect on 
lesion formation in the neonatal mouse system. By contrast, 
. alpha . 1-proteinase inhibitor could completely inhibit acantholysis 
formation in mice. These findings implied a possible new therapeutic 
approach using proteinase inhibitors for patients with pemphigus. 

AN 1989:509005 CAPLUS 

DN 111:109005 

TI Proteinase inhibitors block formation of pemphigus acantholysis in 
experimental models of neonatal mice and skin explants: effects of 
synthetic and plasma proteinase inhibitors on pemphigus acantholysis 

AU Naito, Katsuichi; Morioka, Shinji; Nakajima, Sumino; Ogawa, Hideoki 

CS Sch. Med., Juntendo Univ., Tokyo, 113, Japan 

SO J. Invest. Dermatol. (1989), 93(1), 173-7 
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AB The authors exaifteh — dre— ability of highly potent synthetic proUase\ 
inhibit or, ^na'f amos^tat mesylate (FUT-175), to protect the ra^pancre^s 
against a,cute pancreatiti-s (AP) induced by a supramaximal ^oseof^x 
caerulein (CR) . Ra-t-s-— received a 6-h, continuous i.v. infusion of either 
CR alone^or^CR-^<*a 6-h infusion of either 2.5, 5.0, 10.0, 25.0, or 50.0 

mg 

of FUT-175/kg/h. Pancreas wts. and serum chymotrypsinogen concns . were, 
significantly elevated by .apprx.85 and 75%, resp., over values in saline 
infused rats. Pancreas wts. in rats treated with CR + FUT-175 
at doses from 2.5-25.0 mg/kg/h were significantly reduced by . apprx.2.0% 
compared to rats given CR alone, and histol. showed a redn. in the extent 
and size of acinar cell vacuolization and reduced interstitial edema 
compared to rats treated with CR alone. Serum chymotrypsinogen 
concns. in rats treated with CR and either 5.0 or 10.0 mg of 
FUT-175 kg/h were significantly lower than in rats given CR alone. 
Significant mortality occurred in rats infused with FUT-175 at doses of 
either 25.0 or 50.0 mg of FUT-175/kg/h . These data indicate that serine 
proteases appear to be involved in the pathogenesis of CR induced AP in 
rats and that FUT-175 administered in low doses (2.5-10.0 mg/kg/h) 
provides significant protection against this form of pancreatitis. 

AN 1989:470920 CAPLUS 

DN 111:70920 

TI The effects of nafamostat mesilate (FUT-175) on caerulein-induced acute 

pancreatitis in the rat 
AU Wisner, James R., Jr.; Ozawa, Susumu; Renner, Ian G. 
CS Sch. Med., Univ. South. California, Los Angeles, CA, 90033, USA 
SO Int. J. Pancreatol. (1989), 4(4), 383-90 
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AB The protease inhibitors, gabexate mesylate, nafamostat mesylate, and 

urinastatin (urinary trypsi.n_inhi : ^4^'r)*7^Ha3 a protee^i.v^ef f ect against 
endotoxin-induced exptl . < ^s sem ariateB intravascula r coaguTSl^on (DIC) in 
rats. This protective effect was noted in rats treated~w.l.t.h _J>, 
10, or 100 mg gabexate mesylate/kg, 0.01 or 0.1 mg nafamostat mesylate/kg, 
and 5,000 U urinastatin/kg in the following parameters; fibrinogen and 
fibrin degrdn. products, fibrinogen level, prothrobmin time, partial 
thromboplastin time, platelet counts, and the no. of renal glomeruli with 
fibrin thrombi. Thus, protease inhibitors, may be useful for the 



treatment of DI^M 

AN 1989:88224 CAPlW 
DN 110:88224 

TI Effect of protease inhibitors on endotoxin-induced disseminated 

intravascular coagulation in rats 
AU Murakami, Masashi 

CS 1st Dep. Med., Kyoto Prefect. Univ. Med., Kyoto, Japan 
SO Kyoto-furitsu Ika Daigaku Zasshi (1988), 97(9), 1155-65 
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DT Journal 
LA English 
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AB The preventive action of the rie;w^rew-n^t -wt . protease inhibitor 

FUT-175 against acute exptlfpancreatit^s (AEP) was studied in dogs. At 
30 min after induction of AE^the s^n-Sitivity of blood platelets to 
ADP-induced aggregation was incFersSed >2 times in untreated animals. An 
evident decrease in platelet count of . apprx.37% was noted in these dogs 
at 6 h after AEP induction. Treatment of AEP with FUT-175 
prevented these changes. Apparently, the pos . effect of FUT-175 
against AEP depends at least in part on its influence on platelet 
aggregation . 

AN 1988:522465 CAPLUS 

DN 109: 122465 

TI Effect of FUT-175 (nafamstat mesylate) on platelets in canine acute 

experimental pancreatitis 
AU Gabryelewicz, A./ Prokopowicz, J.; Bodzenta, A.; Bielecki, W. ; Rydzewska, 

G. 

CS Dep. Gastroenterol., Med. Acad., Bialystok, 15-276, Pol. 
SO Digestion (1988), 40(1), 19-24 
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DT Journal 
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AB A review, with 9 refs., of the structure, side effects, and pharmacol . of 
3 new trypsin inhibitors, gabexate mesilate, _camGS : s : £^ : E^s^Lesilate, and 
nafamostat mesilate, for the treatment of pancreatitis, j 

AN 1988:400030 CAPLUS / 

DN 109:30 C 

TI New drugs for pancreatitis 

AU Takeuchi, Tadashi; Shimizu, Kyoko 

CS Tokyo Women's Med. Coll., Tokyo, Japan 

SO Pharma Med. (1988), 6(1), 83-6 
CODEN: PMEDEC; ISSN: 0289-5803 

DT Journal; General Review 
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AB In rat pilasma, FUT-175 exhibited a dose-dependent anticoagulant effect as 
detd. by its ability to prolong the activated partial thromboplastin 

time. _____ 

Also, I had be nef,lc4a^e 'f'f^cTs in' exc>t-l-.^ endotoxin-induced exptl. 
disseminat e^Ki ntravascul ar_ c o a q uia t i o n ^aj^s h o wn by its effect in 

activated wm ** =s *** 

partial thromboplastin time and prothrombin time, the fibrinogen and 
complement levels, platelet counts and fibrin degrdn. products. 

AN 1988:4 9032 CAPLUS 

DN 108:49032 

TI The effects of FUT-175 (nafamostat mesilate) on blood coagulation and 

experimental disseminated intravascular coagulation 
AU Koshiyama, Yoshiko; Kobori, Akemi; Ogihara, Madoka; Yokomoto, Yasuki; 

Ohtani, Kyoko; Shimamura, Kazunori; Iwaki, Masahiro 
CS Res. Lab., Torii Co., Ltd., Ichikawa, 272, Japan 
SO Nippon Yakurigaku Zasshi (1987), 90(6), 313-20 
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AB To study the role of thromboxane A2 (TxA2) [57576-52-0] in Forssman 

systemic shock (FSS) in guinea pigs, the effect of 
(E) -3- [p- (1-H-imidazol- 

1-ylmethyl) phenyl] -2Tpropenoic acid hydrochloride (OKY-046) 
[78712-43-3] , 

a specific TxA2 synthetase [60832-04-4] inhibitor, was studied. OKY-046 
administered i.v. clearly prolonged survival time and protected against 
fatal shock. In shocked animals, definite decreases in serum complement 
hemolytic activity (CH50), leukocyte and platelet counts, and an increase 
in lactate dehydrogenase activity were obsd. In addn., an increase of 
TXB2 and incoagulability of blood were obsd. after shock. Whereas 
OKY-046 

had no effect on the decrease in CH50 or platelet and leukocyte counts, 

it 

inhibited the increase of TXB2 and increased the amt . of 6-keto 
PGF1. alpha. [58962-34-8]. When Forssman antibody (half an LD) was 
injected, a diphasic increase in airway resistance was obsd. OKY-046 
inhibited this diphasic increase in airway resistance. These data 
suggest 

a pathophysiol . role for TxA2 in FSS. OKY-04 6 inhibited the Forssman 
antibody induced respiratory disorders probably due to the 
inhibition of TxA2 synthesis after shock. 

AN 1987:168772 CAPLUS 

DN 106:168772 

TI Role of thromboxane (Tx) A2 in guinea pig Forssman shock and the effect 
of 

OKY-046, a Ts A2 synthetase inhibitor 
AU Nagai, Hiroichi; Yakuo, Ikuhisa; Inagaki, Naoki; Koda, Akihide; Hamano, 

Shuichiro; Ujiie, Arao; Nakazawa, Masayuki 
CS Dep. Pharmacol., Gifu Pharm. Univ., Gifu, 502, Japan 
SO Prostaglandins, Leukotrienes Med. (1987), 26(2), 133-41 
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injection of 25% deoxycholic acid into pancreatic duct. The group 
without 

FUT-175 had a mortality of 64% at 24 h after pancreatitis onset, but the 
group with FUT-175 administration had 50%. FUT-175 had no effect on the 
levels of serum amylase, trypsin inhibitor capacity, and complement 
titer. 

However, FUT-175 inhibited the increase of serum trypsin [9002-07-7] 
levels. When trypsin (16 mg/kg) was i.v. injected, blood pressure and 
trypsin inhibitor capacity in the dogs were immediately decreased, and 
levels of serum kallikrein were increased. All dogs died within 15 min. 
In the group given FUT-175 before trypsin injection, improvement of blood 
pressure and trypsin inhibition capacity were obsd., and levels of serum 
kallikrein were not increased. Administration of FUT-175 may be 

effective 

in acute pancreatitis. 
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AB In dogs during 300-min recovery from a circulatory arrest, the 
improvement 

of disseminated intravascular coagulation (DIC) in gabexate mesilate 

(FOY) 

[56974-61-9] -and Nafamstat mesilate (FUT 175) [82956-11-4]- 
treated groups was better than that in a heparin [9005-49-6]- 
treated group. .A decrease in platelet counts and antithrombin III 
(AT-III) concns in the blood seen in the controls was cor. by heparin but 
the increased concns. of fibrin degrdn. product (FDP) were unchanged in 
the heparin- treated group. Prothrombin time,, activated partial 
prothrombin time (APTT) and FDP levels remained within normal limits in 
the FOY-treated group and no decrease in either platelet count 
or AT-III concns. was obsd. In the FUT 175-treated group, 
prolongation of APTT, no decrease in the platelet count and AT-III 
concns., and normal FDP levels were obsd. The results indicated the 
importance of early treatment for DIC. 

AN 1986: 61730 CAPLUS 

DN 104 : 61730 

TI Studies on the effects of primary therapy for DIC following circulatory 
arrest 

AU Tanaka, Shigeru; Takemoto, Yoshinobu; Nakamura, Yoshihiro; Kohama, 
Akitsugu 

CS Dep. Emerg. Med., Kawasaki Med. Sen., Japan 
SO Kawasaki Igakkaishi (1984), 10(4), 501-5 

CODEN: KAIGD3; ISSN: 0386-5924 
DT Journal 
LA Japanese 

L12 ANSWER 24 OF 28 CAPLUS COPYRIGHT 2000 ACS - — 

AB The effects of FUT-175 (nafamstat mesylateTfl") [8295'6^11-4] , 2j 

potent proteinase [9001-92-7] inhibitor , (on acute pancreatitis (serum 
levels of pancreatic enzymes and histol. ch^anaes of various o,r?gans) were 
compared in 2 groups of dogs with exptl. a c u te^p a a cr e a t .i.t-i-s^i: n d u c e d by 
sodium deoxycholate . During const, i.v. infusion of 10 .mu.g/kg/h of I 
for 3 h, the serum concn . of the drug remained high, whereas the elevated 
trypsin-like activity in serum of the pancreatitis dogs was decrease, 
suggesting proteinase inhibition. Levels of the other pancreatic enzymes 
in serum of the pancreatitis dogs decreased slightly in the I- 
treated group. Furthermore, histol. changes of the pancreas were 
less in I-treated dogs, whereas the other organs including lung 
and kidney did not show any difference in their histol. pictures. 
Pancreatic enzymes were seen in ascites, 12.apprx.24 h after induction of 
exptl. acute pancreatitis, and levels were markedly higher than the serum 
levels in the same individuals; these levels were not suppressed by the 
i.v. infusion of I. Apparently, the progress of acute inflammatory 
changes of the pancreas can be protected by I administration, and it may 
be possible that the treatment of multiple organ failure 
(thought to be caused by various enzymes) and the treatment for 
ascites accumulation or ascitic enzymes is necessary in moderate or 

severe 

acute pancreatitis. 
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AB FUT-175 (I) [82956-11-4], a new synthetic protease [9001-92-7] 

inhibitor, was administered to (NZB . . times . NZB) Fl mice in order to 
examine its influence on the development of autoimmune diseases. I has 
both prophylactic and curative effects on the development of lupus 
nephritis: the I treated mice showed a low percentage of 

proteinuria, a marked decrease in blood urea N levels, and low glomerular 
damages. Dexamethasone [50-02-2] had almost the same effect as I, but 

it 

was slightly less effective than I. These results suggest that the 
administration of I may become a viable strategy for the treatment 
of human autoimmune diseases. 
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TI Effect of FUT-175, a new synthetic protease inhibitor, on the development 
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AB In the acute serum sickness model in rabbits, platelet release of 5-HT 

[50-67-9], platelet surface Igs, and platelet aggregation in response to 
ADP [58-64-0], together with the effect of dipyridamole [58-32-2] and 
the complement Clr [80295-34-7] antagonist FUT-175 [82956-11-4 
] was examd. The immune release of 5-HT from platelets occurred between 

4 

and 6 days after injection of bovine serum albumin (BSA) , before immune 
elimination and proteinuria, but coincident with the appearance of immune 
complexed BSA in the circulation. Nevertheless, platelet turnovers were 
not accelerated. Treatment with dipyridamole 50 mg/kg/24 h 
prevented the release of 5-HT and inhibited proteinuria, 

glomerular hypercellularity and immune complexes in the glomeruli. Using 
the Clr antagonist FUT-175, similar abrogation of the disease was 
obtained. Thus, in the nephritis of acute serum sickness in rabbits, 

some 

of the immune release from platelets may be the result of immune complex 
binding to the platelet, perhaps through the receptor for complement C3b 
[80295-43-8] . 
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AB Ascitic fluid from dogs with hemorrhagj^c: pan^reajLiiirs induced by 

intraductal injection of trypsin and autorWg^usbile contained high 
concns. of trypsin, esterase, bradykinin, histamine, and prostaglandin E. 
When this ascitic fluid was injected i.p. into mice in doses of 2 and 3 
mL, the mortality rate 72 h after injection was 66.0 and 88.4%, resp. 
When nafamstat mesilate (a synthetic antiprotease ) was mixed with the 
ascitic fluid before injection, trypsin was not detected, and bradykinin 
and esterase were decreased considerably. The mortality rate for this 
mixt . at 2 and 3 mL injections was 26.7 and 80.6%, resp. Bradykinin, 



trypsin, and es^Kise of ascitic fluid may be pa^Ay responsible for the 
high mortality me obsd. in pancreatitis. Peri^Weal lavage solns. with 
nafamstat mesilate may be effective in hemorrhagic pancreatitis therapy. 
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TI Toxic products in hemorrhagic ascitic fluid generated during experimental 
acute hemorrhagic pancreatitis in dogs and a treatment which 
reduces their effect 
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AB The effect of EUT^T5=H^L [82956-11-4] on various models of 

exptl. acutexpa-ncreatitis jwere examd. FUT-175 infused i.v. in a dose 
range of 5^-5*0' .mu.g/kg/min inhibited the increase in plasma trypsin 
activity and reduc ed^t-h'e mortality of rabbits in trypsin-induced acute 
pancreatitis in^a"~cTo'se- dependent manner. Increases in serum amylase 
activity and pancreatic ti^s-u^e lesions were attenuated by FUT-175. 
FUT-175 infused i.v. in^a do,se range of 1-50 .mu.g/kg/min decreased the 
mortality of rats in'exptK acute pancreatitis produced by trypsin and 
endotoxin. FUT-]>5~iTffused i.v. at a dose range 1-100 .mu.g/kg/min 
protected the dogs from the increase in plasma trypsin activity and 
hypotension and shock induced by trypsin. 
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AB Diagnostic ^methods that/rely on the use of one or more assays that assess 
cellular activation are provided. The assays are performed on whole 

blood \ / 

or leukocytes Neutrophils), and indicate individually or in combination 
the level of cardiovascular cell activation, which is pivotal in many 
chronic and acuts?\disease states. These results of the assays are used 
within a clin . Jfraimewor k to support therapeutic decisions such as: 

further / \. 

testing for inf ectious>agents , anti-oxidant or anti-adhesion therapy, 
postponement ^and opt imal\re- scheduling of high-risk surgeries, 

classifying ^ 

susceptibility to and progression rates of chronic disease such as 
diabetes, organ rejection, atherogenesis , and venous insufficiency; 
extreme interventions in trauma cases of particularly high risk and 



activation-lowe^^b therapies. Also provided is^^npn. derived from a 
pancreatic homo^ffate that contains circulating Wrl activating factors, 
which can serve as targets for drug screening to identify drug candidates 
for use in activation lowering therapies. Methods for lowering cell 
activation by administering protease inhibitors, particularly serine 
protease inhibitors, are also provided. Kits for performing the methods 
are also provided. 
1999:595348 CAPLUS 
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AB The present invention is directed to thrombo-resistant coatings for use 

with gas permeable biomedical devices and implants. The coatings 

include 

a siloxane surface onto which a plurality of amine functional groups 
have been bonded. Covalently bonded to the amine functional groups are 



group. 



to 



of 



plurality of poly (ethylene oxide) chains, such that a single 
poly ( ethylene oxide) chain is bonded to a single amine functional 

A quantity of at least one bioactive molecule designed to counteract a 
specific blood-material incompatibility reaction is covalently bonded 

the poly (ethylene oxide) chains, such that a single bioactive molecule 
is coupled to a single polyethylene oxide chain. 

The methods of manufacturing the present invention include preparing a 
material having a siloxane surface onto which a plurality of amine 
functional groups have been bonded. This is preferably achieved by 
plasma etching with ammonia gas. The amine-containing siloxane surface 
is reacted with poly ( ethylene oxide) chains terminated with functional 
groups capable of reacting with the amine groups on the siloxane 
surface. The material is then reacted with a solution of at least one 
bioactive molecule which counteracts a blood-material incompatibility 
reaction, such that a single bioactive molecule is coupled to a single 
poly (ethylene oxide) chain. The resulting siloxane surface is capable 

resisting blood-material incompatibility reactions while maintaining 
high gas permeability. 
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Background: Reperfusion injury in the myocardium has recently been 
considered to be a type of inflammation, and close attention has been 



to the possible involvement of neutrophils/ complement, and cytokines 
the onset of this injury. Recently, it ha's-been reported that serum 
levels 

of interleukin-6 are elevated signific 
infarction. The major site of interiyuki 



exact roles are still unkr^own. In 
myocytes may produce interl^ukin 



Ms 



ntly after myocardial 

n-6 production and its 
study, we hypothesized that 



role 



jring hypoxia and this may play a 



in neutrophil-mediated reperfi 
clinical study, 20 patients wt 
were divided into 2 groups: 



oup 



on injury. Methods and results: In the 
nderwent coronary artery bypass grafting 
F, in which patients were treated with 



mg/kg per hour) during 
^treated patients) . In group C, 
"as determined by the difference 



serine protease inhibitor (FUT-175, 
cardiopulmonary bypass, and gTOu-p— C^Jjl 
myocardial interleukin-6 production, 
between the interleukin-6 level in the cardiopulmonary bypass circuit and 
its level in coronary venous blood, increased significantly after 
reperfusion (12 +- 4 pg/mL) as compared with that before aortic 
crossclamping (2 + - 2 pg/mL) . In group F, the increase in the 
interleukin-6 level was suppressed significantly (before aortic 
crossclamping, 3 +- 2 pg/mL; after reperfusion, 4 +- 3 pg/mL) . The 
interleukin-6 production differed significantly between group C and group 
F. In the in vitro experimental study, the supernatant from myocytes 
exposed to 2 hours of hypoxia (group 2H) showed significantly higher 
levels of interleukin-6 (455 +- 260 pg/mL) than that from normoxic 
myocytes (group N) (47 +- 15 pg/mL) . This interleukin-6 production was 
suppressed by the addition of FUT-175 (123 + - 24 pg/mL) . The 
interleukin-6 

production by endothelial cells of coronary vessels did not differ 
between 

group 2H (283 + - 151 pg/mL) and group N (151 + - 86 pg/mL) . In a 
coincubation system with a monolayer of endothelial cells on collagen 
membrane and myocytes under collagen membrane in a modified Boyden 
chamber, 2 hours of coincubation showed a significantly higher percent of 
neutrophil transendothelial migration (group 2H vs N, 78% + - 13% vs 26% 



+- 



11%), value of chemiluminescence (22 +- 8 vs 5 +- 2 X 103 counts/3 



minutes), and p^^nt of irreversibly damaged myijbzes (48% +- 17% vs 12% 
+- 8%) than norm^Rc coincubation . In contrast, HE-interleukin-6 

monoclonal antibody significantly attenuated neutrophil transendothelial 
migration (42% +- 19%) and irreversible damage of myocytes (26% + - 15%) 




2 hours of coincubation. Conclusions: Interleukin-6 is produced from 
myocardium during ischemia and reperfusion in patients undergoing 

coronary S 

bypass grafting. This interleukin-6 may be derp/ved from hypoxic myocytes 
and play a role in neutrophil-mediat>ed reperfusion injury in myocardium. 
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AB Tfje therapeut| ^ j ^I^ rt.,r^ i ^he synthetic serine protease inhibitor, 

FUT-175, on<^qgreb?al vaso spa^ i after subarachnoid hemorrhage (SAH) was 
inVestigatecy^I^Hnry^^ with severe SAH who were admitted 

btween Febr/ary and July 1990 and who underwent surgery within 48 hours 

of 

the initial aneurysmal rupture were treated with an intravenous 
administration of FUT-175 soon after the operation. The patietns were 
divided randomly into three groups, each receiving a different dose of 
FUT-175 (Group A, 20 mg every 12 hours for 4 days; Group B, 20 mg every 6 
hours for 4 days, Group C, 40 mg every 6 hours for 4 days). The results 
were compared with another group of twenty-two patients with severe SAH 
who were admitted before February 1990 and received equivalent treatment, 
except they were not treated with FUT-175. In 64% of all the patients 
treated with FUT-175 (Groups A, B, C) , and in 85% of those treated with 
higher doses of FUT-175 (Groups B and C) , there was no spasm or only mild 
vasospasm on the angiogram. The incidence of a delayed ischemic 
neurological deficit significantly decreased from 55% in the control 

group 

to 13% in all patients treated with FUT-175 and to 7% in the patients 
treated with higher doses (P < 0.05). The incidence of cerebral 
infarction resulting from vasospasm significantly decreased from 
43% in the control group to 9% in patients treated with FUT-175. In the 
patients treat epLjo^ ls t^^^ doses of FUT-175 (Groups B and C) , none 

developeci^erebral infarctions The outcome 1 month after SAH 
also sign if Tcant-l-y— i-mprove"ci in patients treated with FUT-175. The 
patients 

with a good outcome accounted for 67% of the patients treated with 
FUT-175, as compared with 35% in the control group. The patients with a 
poor outcome accounted for only 9% of patients treated with FUT-175, as 
compared with 36F% in the control group. These figures were much more 
satisfactory in the patients treated with higher doses of FUT-175, i.e., 
71% of the patients had a good outcome and none had a poor outcome. 
FUT-175 is a promising drug for preventing cerebral vasospasm and delayed 
ischemic neurological defict after SAH. Additional controlled studies 

with 

larger numbers of patients are necessary. 
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FUT-175 ADMINISTERED IN THE ACUTE STAGE AFTER SUBARACHNOID HEMORRHAGE. 
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